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Sir,

Sexually transmitted infections (STI) by Neisseria gon-
orrhoeae (NG) have increased in recent years worldwide [1].
Gonococcal arthritis is a clinical manifestation of disseminated
gonococcal infection (DGI). However, the DGI occurs only in
0.5-3% of patients [2]. Previously, we reported an increase of
gonococcal arthritis in our health area from Madrid (Spain) [3].

The gold standard for the diagnosis of gonococcal arthri-
tis is established by the growth of NG in the culture of syno-
vial fluid, but its sensitivity can be diminished by the use of
previous broad-spectrum antibiotherapy or delay in the micro-
biological processing due to the fact that NG is a fastidious
microorganism difficult to culture. Moreover, NG is isolated in
blood or synovial fluid in only 50% of patients with gonococ-
cal arthritis, whereas mucosal swabs culture is positive in 80%
of cases [4]. Until now, NG culture is importance not only for
definitive diagnosis, but also for determining drug sensitivity
[5]. The first-line treatment for NG infections is third-gener-
ation cephalosporins, such as intramuscular ceftriaxone or
oral cefixime. Macrolides (azithromycin) are second-line treat-
ments that should not be used in monotherapy. Treatment
with fluoroquinolones (ciprofloxacin) may be an option in pa-
tients allergic or intolerant to third-generation cephalosporins,
provided that gyrA mutations are not detected following the
sexually transmitted infection guidelines [6, 7].

Guidelines for the diagnosis and treatment of septic ar-
thritis in adults and children recommend ceftriaxone (first
choice) 1g/24h or cefotaxime (alternative) 1g/8h IV. However,
after clinical improvement, the switch to an oral agent guided
by antimicrobial susceptibility is recommended for this clinical
entity. Ciprofloxacin (500 mg/12h) is the first-line oral treat-
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ment, and cefixime (40mg/12h) is the second-line option to
continue on an outpatient program [8]. Antimicrobial sensi-
tivity screening for NG can be performed using phenotypic or
genotypic methods.

Previously, our working STI group reported the prevalence
of mutations associated with macrolide and fluoroquinolone
resistance in NG from direct sampling in our population using
one of commercially available CE kits (Allplex™ NG&DR Assay,
Seegene®) [9]. The assay includes the A2059G mutation (23S
rRNA) associated with high-level macrolide resistance and the
C1126T mutation (23S rRNA) associated with moderate-lev-
el macrolide resistance. Resistance associated with fluoro-
quinolones is detected by the S91F (gyrA) mutation including
in the assay. We reported a prevalence of 0.9% mutations
associated with macrolide resistance, and 60% of mutations
associated with fluoroquinolone resistance at the Hospital
Universitario La Paz (HULP) from first-void urine, rectal, tectal,
and oropharyngeal swabs [9]. Moreover, we compared the strip
gradient diffusion test (phenotypic test) using EUCAST 2024
14.0 breakpoints with a molecular method using the NG&DR
assay (genotypic test) from NG isolates [10]. Therefore, we re-
ported that Allplex™ Assay could replace the gradient diffusion
test for detecting fluoroquinolone resistance before treatment
with ciprofloxacin in NG infections [10].

We report a migrant patient of a 68-years-old male from
China. He showed fever (38.4°C), pain, and inflammation in
both ankles with predominance in the left lower limb. After
being discharged with anti-inflammatory drugs, the patient
returned to the emergency department five days later with
signs of synovitis in the left ankle, which required admission
to the internal medicine ward. Blood tests showed leukocytosis
(13,290; reference range 4,800-15,000 cells/mm?®) with 820
neutrophils and elevated C-reactive protein (251.6; reference
range <1-0.5 mg/dL). Synovial fluid analysis of the left ankle
analysis showed turbidity, hemorrhagic color, decreased glu-
cose (62 mg/dL), and increased proteins (5.1 g/dL) in the ab-
sence of crystals and presence of neutrophils (95%). The pa-
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tient had maintained previous unprotected sexual intercourse
one month ago.

The culture of synovial fluid on blood, chocolate, and
chocolate agar PolyVitex mediums (BioMérieux®, Marcy
I'Etoile, France) for 48 hours with 5% CO, in aerobic condi-
tions atmosphere was negative. However, the Allplex™ 7 ST
Assay (Seegene®) in combination with automated DNA extrac-
tion and PCR setup including NG, among other STI pathogens,
was positive in the synovial fluid. Serologies for HIV, HBV, HCV,
and syphilis (Atellica™, Siemens Healthcare Diagnostics®, Ger-
many) were negative. In addition, following the recommen-
dations of the STI guidelines for gonococcal arthritis, the STI
screening including first-void urine, rectal and oropharyngeal
swabs were performed using 7 STI Allplex™ with negative re-
sults [6]. The patient was treated with ceftriaxone 2g IV sin-
gle dose and 1g IV/24h during 15 days. Due to non-growth of
the NG isolate from the synovial fluid, Allplex™ NG&DR Assay
was performed from a direct sample. The S91F (gyrA) mutation
associated with fluoroquinolone resistance was not detected.
Because of the absence of gyrA mutation detection included in
the Allplex™ Assay and the good correlation between gradient
diffusion and molecular methods in our NG isolates previous-
ly reported, the patient was discharged, and switched to an
oral ciprofloxacin for 15 days. Subsequently, the patient was
followed up in an outpatient clinic with success of the thera-
peutic treatment.

In conclusion, we report the utility of Allplex™ NG&DR
(Seegene®) Assay for the detection of mutations associated
with fluoroquinolone resistance (gyrA) directly from synovial
fluid in a patient with non-growth of the NG strain in an en-
vironment with a high prevalence of ciprofloxacin resistance
(~60-70%). This utility provides to an option for penicillin al-
lergy patients, and reduces cefixime antibiotic consumption
such as second-line treatment for switching oral treatment in
gonococcal arthritis.
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